families in which flanking markers were informative.
We found no indication for locus heterogeneity of the disease in our sample. The polyposis phenotype and its extracolonic manifestations co-segregated with a distinct haplotype determined by the markers flanking the APC gene. In one family with no remaining living affected members, we could infer the high risk haplotype from genotyping of first degree relatives. The segregation of this haplotype is consistent with the occurrence of CHRPEs in the progeny. In a sporadic case we made use of the typical early extracolonic manifestations of the disease (osteomas, desmoids) to identify the high risk haplotype.
We conclude from our experience that indirect genotyping of FAP with this particular panel of closely linked and highly polymorphic microsatellite markers is a rapid, efficient, and highly reliable method for presymptomatic diagnosis of FAP. (J Med Genet 1994; 31:442-447) Familial adenomatous polyposis (FAP) is one of the most frequent (around 1:10 000) dominantly inherited predispositions to colon cancer with age dependent penetrance. [1] [2] [3] Typically, affected persons to be informative in all families tested, and in six families these markers flank both sides of the APC gene. Thus, in 14 of 23 cases the diagnostic reliability is over 99 9% when estimated from recombination fractions and the low probability of double recombination between these closely linked flanking markers. Moreover, assuming interference within such short genetic distances ( < 7 cM), the accuracy of diagnosis should approach 100%.
A remaining source of error when using indirect DNA diagnostic methods is genetic heterogeneity (locus heterogeneity) occasionally observed by others.4'42 We have found no evidence for locus heterogeneity in our sample. In all our cases the disease phenotype, including its extracolonic manifestations, cosegre- fig 3) ; lanes 6-1 1, members of FAP-10: HI, G8, H2, H3, H4, G7 (cf pedigree in fig 4) 
